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ABSTRACT 
 
In 2010 the CEF Panel concluded in its Opinion FGE.18Rev2 that for the substance 3,7-dimethylocta-1,5,7-
trien-3-ol [FL-no: 02.146], no appropriate NOAEL was available in order to establish a margin of safety, and 
additional data were requested (90 days study or ADME). 3,7-Dimethylocta-1,5,7-trien-3-ol [FL-no: 02.146] is 
allocated to subgroup 3 of FGE.18. In 2012, EFSA received new data on linalool [FL-no: 02.013], a supporting 
substance in FGE.18Rev2 (subgroup 2). However, the CEF Panel concluded that linalool [FL-no: 02.013] is not 
sufficiently structurally related to 3,7-dimethylocta-1,5,7-trien-3-ol [FL-no: 02.146] for the re-evaluation of [FL-
no: 02.146]. Accordingly, a 90-day study on 3,7-dimethylocta-1,5,7-trien-3-ol [FL-no: 02.146] or on a 
sufficiently structurally related substance has to be provided in order to establish an appropriate NOAEL.  
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SUMMARY 
In 2010 the CEF Panel concluded in its Opinion FGE.18Rev2 that for the substance 3,7-dimethylocta-
1,5,7-trien-3-ol [FL-no: 02.146], no appropriate NOAEL was available in order to establish a margin 
of safety, and additional data were requested (90 days study or ADME). 3,7-Dimethylocta-1,5,7-trien-
3-ol [FL-no: 02.146] is allocated to subgroup 3 of FGE.18. In 2012, EFSA received new data on 
linalool [FL-no: 02.013], a supporting substance in FGE.18Rev2 (subgroup 2). However, the CEF 
Panel concluded that linalool [FL-no: 02.013] is not sufficiently structurally related to 3,7-
dimethylocta-1,5,7-trien-3-ol [FL-no: 02.146] for the re-evaluation of [FL-no: 02.146]. Accordingly, a 
90-day study on 3,7-dimethylocta-1,5,7-trien-3-ol [FL-no: 02.146] or on a sufficiently structurally 
related substance has to be provided in order to establish an appropriate NOAEL.  
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BACKGROUND AS PROVIDED BY EUROPEAN COMMISSION 
“The European Parliament and the Council Regulation (EC) No 2232/96 set out the basic rules for the 
use of flavouring substances in or on foodstuffs in the EU. It furthermore lays down a procedure for 
the establishment of a Union list of flavouring substances. 
As a first step, the procedure foresees the establishment of a register of the substances used in the 
Member States. The register is laid down in Commission Decision 1999/217/EC of 23 February 1999, 
last amended by Commission Decision 2009/163/EC. 
Following the establishment of the register, an evaluation programme was adopted by Commission 
Regulation (EC) No 1565/2000 of 18 July 2000. After the finalisation of the evaluation programme, a 
Union list of flavouring substances, the use of which is authorised to the exclusion of all others, is 
established. 
EFSA has evaluated the flavouring substance (E)-3,7-dimethylocta-1,5,7-trien-3-ol [FL-no: 02.146] in 
the flavouring group evaluation FGE.18Rev2. The Opinion was adopted on 30 September 2010. 
EFSA concluded that no NOAEL could be derived for this substance or for structurally related 
substances. Accordingly, further data are requested for (E)-3,7-dimethylocta-1,5,7-trien-3-ol. 
The requested information on (E)-3,7-dimethylocta-1,5,7-trien-3-ol has now been submitted by the 
applicant. 
The Commission asks EFSA to evaluate this new information and depending on the outcome proceed 
to the full evaluation of the flavouring substance”. 
TERMS OF REFERENCE  
The European Commission requests the European Food Safety Authority to carry out a safety 
assessment on the flavouring substance (E)-3,7-Dimethylocta-1,5,7-trien-3-ol [FL-no: 02.146] in 
accordance with Commission Regulation (EC) No 1565/2000. Re-evaluation of [FL-no: 02.146] 
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ASSESSMENT 
In FGE.18Rev2, adopted 30 September 2010, the Panel concluded that for the substance 3,7-
dimethylocta-1,5,7-trien-3-ol [FL-no: 02.146], no appropriate NOAEL was available in order to 
establish a margin of safety, and additional data  were requested (90 days study or ADME). 3,7-
Dimethylocta-1,5,7-trien-3-ol [FL-no: 02.146] was allocated to subgroup 3 of FGE.18, for which 
myrcene [FL-no: 01.008] is a supporting substance (See Table 1 below). 
Table 1:   Candidate substance and supporting substances of subg. 2 and 3 of FGE.18 
FL-no  Register name  Structural formula  Chemical group 
of FGE.18 
[FL-no: 02.146]  3,7-Dimethylocta-1,5,7-
trien-3-ol 
OH  
Subgroup 3 of FGE.18: 
Aliphatic unsaturated 
tertiary alcohols with 
conjugated terminal 
double bonds and one 
ester thereof. 
[FL-no: 02.013]  Linalool 
HO
 
Subgroup 2 of FGE.18: 
Aliphatic unsaturated 
tertiary alcohols with 
isolated terminal double 
bonds and two esters 
thereof. 
[FL-no: 01.008]  Myrcene 
 
Subgroup 3 of FGE.18: 
Aliphatic unsaturated 
tertiary alcohols with 
conjugated terminal 
double bonds and one 
ester thereof 
 
In 2012, EFSA was requested to re-evaluate 3,7-dimethylocta-1,5,7-trien-3-ol [FL-no: 02.146] based 
on new submitted data on linalool [FL-no: 02.013], a supporting substance in FGE.18Rev2 (subgroup 
2) (See Table 1). 
The applicant proposed that the data on linalool [FL-no: 02.013] (isolated terminal double bonds) 
could be used in the evaluation of the candidate substance [FL-no: 02.146], allocated to subgroup 3 of 
FGE.18, for which the supporting substance is myrcene (conjugated terminal double bond).  
The Panel noted that 3,7-dimethylocta-1,5,7-trien-3-ol [FL-no: 02.146] and linalool [FL-no: 02.013] 
share a structural cluster (tertiary hydroxyl group in allylic position). However, linalool is lacking a 
second structural cluster (a conjugated terminal double bond), which has been the structural 
characteristic underlying the formation of subgroup 3 in FGE.18 and the selection of myrcene [FL-no: 
01.008] as representative substance. It is not possible to predict the interaction between two structural 
clusters. Therefore, the CEF Panel concluded that linalool [FL-no: 02.013] is not sufficiently 
structurally related to 3,7-dimethylocta-1,5,7-trien-3-ol [FL-no: 02.146] for the re-evaluation of [FL-
no: 02.146].  Re-evaluation of [FL-no: 02.146] 
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CONCLUSIONS 
The Panel concluded that linalool [FL-no: 02.013] is not sufficiently structurally related to 3,7-
dimethylocta-1,5,7-trien-3-ol [FL-no: 02.146] for a re-evaluation of [FL-no: 02.146]. Accordingly, a 
90-day study on 3,7-dimethylocta-1,5,7-trien-3-ol [FL-no: 02.146] or on a sufficiently structurally 
related substance has to be provided in order to establish an appropriate NOAEL.  